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1 1 . (currently amended) A method for muting expression of an endogenous gene in a 
cultured population of animal cells, the method comprising: 

(a) screening to identify[y4»g] a muting nucleic acid composition having a 
sequence that is homologous to a sequence in the endogenous gene, the nucleic acid 
being double stranded [ or having the capacity to bocomo double stranded upon delivery 
to tho population of cells ], wherein screening to identify [«*g] comprises the steps of; 

(i) designating the entire gene sequence as a potential muting nucleic acid 
composition; 

(ii) identifying a first sequence [ muting fragments ] of the nucleic acid 
composition homologous to portions of the endogenous gene that mutes at the level of 

post-transcription; 

(in) optionally identifying a second sequence that m utes at the level of 
transcription, wherein both sequences may be part of a sin gle nucleic acid composition; 

(b) delivering [thej a muting sequence of the nucleic acid composition into the 
population of cells; and 

(c) muting expression of the endogenous gene [ wher e in muting comprises muting 
at tho l o v o l of post tran s cription in tho population as a whole, and ] wherein such muting 
is independent of integration [,] or expression] ], or transcription ] of the delivered nucleic 
acid. ' 
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57. (currently amended) A method for muting expression of an endogenous gene in a 
cultured population of animal cells, the method comprising: 

(a) screening to identify[y«gl a muting nucleic acid composition having a 
sequence that is homologous to a sequence in the endogenous gene, wherein the gene is 
one of a collagen, tumor necrosis factor (TNF), tat, and an immunoglobulin gene, the 
nucleic acid being double stranded [oi lu mng the enpnri ly t t ^m^bi^e^ 
up o n d e liv e ry to .h n pop ulation of mil'-], wherein screenin g to identify^] comprises the 
steps of: 

(i) designating the entire gene sequence as a potential muting nucleic add 
composition; 

(ii) identifying a first sequence [muting fragments] of the nucleic acid 
composition homologous to portions of the endogenous gene that mutes at the level of 

post-transcription ; 

Kin optionally identifying a sem nd seq uence that mutes at the level of 
tr^rimion. wh ^in both sequence s may he par, of a single nucleic acid composition ; 

(b) delivering l*e] a murine sequence of the nucleic acid composition into the 

population of cells; and 

(c) muting expression of the endogenous gene [ whoroin muting compri s e s m u t in g 
oi th e l evel of p u ~ t tran- c ripiir.i l in r^r" 1 "'"™ -™ " wnnlc - nn , n wherein such muting 
is independent of integration[,l et expression ^ or transcription ! of the delivered nucleic 

acid. 
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